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This listing of the claims will replace all prior versions and 
listings of claims in the application: 
Listing of the claimsj. 

Claim 1: (currently amended) A method for predicting l^he 
la v i al a t id distribution of CYP3A5 expression level in a subject 
comprising determining the nucleotide present in each CYF3A5 
allele of the genomic DNA of said subject at the location (s) 
selected from the group consisting of: 

(a) the position corresponding to nucleotide 22, 093 o£ 
G^ubaul sequence accession no. A C 005020 23 of SE P TP NO: 73 within 
intron 3 of the Cyp3A5 gene: 

(b) the position corresponding to nucleotide 30, 097 — erf 
Genbank sequence accession no, AC00C02O 23 of SE P ID NO: 74 within 
exon 7 of the Cyp3A5 gene: and 

(c) the positions corresponding to both nucleotide £-2 , 0 9 3 
and nucleotide 30,597 of Genbank sequence aii^sion no. AC005020 
23 of SEP TP NO: 73 and nucl eotide 29 of SEP TP NO: 74; 

wherein the presence of an A at the position - corresponding to 
nucleotide 22, 093 — uT Q^nbank sequence accession no. — ACQ05Q20 23. 
of SEP ZD NO: 73 on at least one CYP3A5 allele of said subject 
predicts a relatively high level of expression of CYP3A5 and the 
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presence of a U at the position corresponding to nucleotide 
22, QD3 — of — G e nbank — sequence — accession no. — ACQOSOfr fr 22 — pf SEQ — IE 
NO: 73 on each CYP3A5 allele of said subject predicts a relatively 
low level of expression; 

wherein the presence of a G at the position corresponding to 
nucleotide 30, 537 — c£ Genbank — sequence — accession no. — ACQ 05020 23. 
of SEP TP NO: 74 on at least one CYP3A5 allele of said subject 
predicts a relatively high level of expression of CYP3A5 and the 
presence of an A at the position corresponding to nucleotide 
30,597 of Genbank s&quence accession nu. AC00D020 29 Qff SEQ £D 
NO : 7A on each CYP3A5 allele of said subject predicts a relatively 
low. level of expression of CYP3A5; and wherein the presence of an 
A at the position corresponding to nucleotide 22, 093 — of Genbank 
sequ e ncer - accession no, AC005020 23 of SEP ID NO: 73 and a G at the 
position corresponding to nucleotide 30, DDI — of Genbank — sequence 
Aica&aion no- AC005020 2,9 of SEP TP NO: 74 on at least one CYP3A5 
allele of said subject predicts a relatively ' high level of 
expression of CYP3A5 and the presence of either a U at the 
position corresponding to nucleotide 22, 033 — of — Genbank — vwqutince 
accession no- AC005Q20 23 of SEP ID NO: 73 or an A at the position 
corresponding to nucleotide 30, 5 9 7 — of — Genbank sequence — accession 
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no. AC0050£ fr 29 of SEP ID NO: 74 on each CYP3A5 allele of said 
subject predicts a relatively low level of expression of CYP3A5 « 

Claim 2: (currently amended) The method of claim 1 wherein 
said location is the position corresponding to nucleotide €2, 093 
ty f - G^nbank. sequen c e acc e ssion nu > AG005Q2Q 2,3 of SEQ IQ N0 = 73 
within intron 3 of the Cyp3A5 gene. 

Claim 3: (currently amended) The method of claim 1 wherein 
said location is the position corresponding to nucleotide 30, 597 
u£ G e ribanh. sequence accession no AC0G5Q2 0 e xon 5 2 9 of SEQ IP 
NO: 74 within gxon 7 of the Cyp3A5 gene. 

Claim 4: (currently amended) The method of claim 1 wherein 
said locations are the positions corresponding to both nucleotide 
22, 093 — and nucleotid e — 36- 5 9 7 — of — Genbanfc — sequenc e — a - ccession no. 
ACQ 0 GO 20 23 of SEP ID NO:73 and nucleotide ?Q nf SEP ID NO:74. 

Claim 5: (currently amended) The method of claims -i— 4- JLc — 2+. 
3 or 4 wherein the step of determining the nucleotide present in 
each CYP3A5 allele of said subject at the selected location (s) is 
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accomplished by sequencing a region of the genomic DNA of said 
subject which includes said location (s). 



Claim 6: (currently amended) The method of claims *— 4- X* 2*. 

3 or 4 wherein the step of determining the nucleotide present in 
each Cyp3A5 allele of said subject at the selected location (s) is 
accomplished by 

(a) amplifying a region of the genomic DNA of said subject 
which includes said location (s) to generate an amplified 
fragment , and 

(b) treating the amplified fragment with a restriction 
enzyme in its corresponding restriction buffer to determine the 
identity of the nucleotide present at the selected location (s). 

Claim 7: (currently amended) The method of claims — 2*. 
3 or 4 wherein the step of determining the nucleotide present in 
each Cyp3A5 allele of said subject at the selected location (s) is 
accomplished by 

(a) amplifying a region of the genomic DNA of said subject 
which includes said location(s), and 

(b) hybridizing the amplified region with probes specific 
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for the selected location (s) wherein hybridization determines the 
identity of the nucleotide present at the selected location (s) > 



Claim 8: (currently amended) A method for determining the 
cytochrome P450 3A5 (CYP3A5) genotype and phenotype of an 
individual comprising: 

(a) isolating nucleic acid from the individual; 

(b) amplifying a region of the cytochrome P450 3A5 (CYP3A5) 
gene sequence selected from the group of: 

(i) intron 3 comprising the posi t.ion c orresponding to 
nucleotide 22,093 o£ 3enbank accession - no .. AC005020 23 of 5EQ ID 
NQ:73 ; 

(ii) exon 7 comprising the po^ i t -i on nor responding — 
nucleotide 30,597 of Gwubauk acum^iuii no. ACQQ5Q20 29 of SEP ID 
NO : 7 4 ; and 

(iii) intron 3 comprising the position c orresponding to 
nucleotide 22,0Q3 of Gaubank acc e aaiuii uu, AC005020 23 of SEQ Ifl 

NO: 73 and exon 7 comprising the positi on r.orrospnnding — to 

nucleotide 6- 0,597 of Q c nbank acc^ - sion no, AC0050^ » 29 of SEQ IP 
NO : 7 4 ; and 

(c> analyzing — the — cytochrom e — F4& 6 — 3A5 — (GYF3AD) sequenc e 
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sequencing the amplified region o f *tgp (h) . thereby determinin g 
the cytochrome P45Q 3A5 (CYP3A5) ge notype and p henotypft pf th* . 

individual. 

Claim 9: (currently amended) The method of claim 8 wherein 
the intron 3 region of cytochrome P450 3A5 (CYF3A5) is amplified 
utilizing primers which amplify 5' and 3' of the nucleotide 
22,093 of Genbank accession no. AC005020 position corresponding 
to nucleotide 23 r>f SEP ID NO: 73- 

Claim 10: (currently amended) The method of claim 9 wherein 
the intron 3 region is amplified utilizing pj-iiub!i pairs SEQ ID 
NO: 2 4 and 25 primera , or pj.iim=;r - pairs SEQ ID NO: 2 6 and 27 
£r_imar_£'. 

Claim 11: (currently amended) The method of claim 8 wherein 
the exon 7 region of cytochrome P450 3A5 (CYP3A5) is amplified 
utilizing primers which amplify 5' and 3 T of the nu^laoLide 
30,597 p^int mutation of Genbank accessiui* no - — AC005020 position 
Corresponding to nucle otide 29 of SEQ TP NO:7_A, 
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Claim 12: (currently amended) The method of claim 11 wherein 
the exon 7 region is amplified utilizing yiiaiu^ p^ius SEQ ID NO: 
30 and 16 primers. , or jjiimur jjair^> SEQ ID NO: 31 and 32 primers. 



Claim 13: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) intron 3 genotype of a subject which 
comprises : 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PCR fragment 
from said nucleic acid using a set of primers, wherein said set 
of primers contains primer X and primer Y; wherein 

(i) the X primer is complementary to a region 5' to the 
point muLaLi^n site at nucleotide 22 r &S3 ^of Genbank accessi o n no. 
AC00502Q position correspo nding to nurlftotide 23 of SEQ ID NQ:73; 
and 

■(iii) (ii) the Y primer is complementary to a region 3 f 
to the point — mutation — s^bs — firt — nucl e otide — 22, 0 33 — of — Swtbank 
dii&saiorj no. AC005020 position corresponding to nucleotide 23 of 
SflO IP NQ;73; 

(-e-) — amplifying end the sequence cytochr ome P45Q 3A5 (QYF3fl5) 

PCR fragment amplified ±s_ in between primers X and Y, thereby 
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uLLainiiiy aii ' i amplified fragment ; and 

-fdt- <c) sequencing the amplified fragment obtained in step 
-fe^- Ahl, thereby determining the cytochrome P450 3A5 (CYP3A5) 
intron 3 genotype of said subject. 

Claim 14: (original) The method of claim 13 wherein primer X 
has the sequence corresponding to SEQ ID NO: 24, or a fragment 
thereof which is at least ten bases long, and primer Y has the 
sequence corresponding to SEQ ID NO: 25, or a fragment thereof 
which is at least ten bases long. 

Claim 15: (original) The method of claim 13 wherein primer X 
has the sequence corresponding to SEQ ID NO: 2 6, or a fragment 
thereof which is at least ten bases long, and primer Y has the 
sequence corresponding to SEQ ID NO: 27, or a fragment thereof 
which is at least ten bases long. 

Claim 16: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) genotype of a subject which 
comprises : 

(a) isolating nucleic acid from said subject; 
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(b) making a first and a second PCR primer wherein 

(i) the first PCR primer is complementary to intron 3 
and introduces a base change in the PCR product adjacent to or 
near the jjuiuL uiuL^iLion at nucleotide 22,033 oC Ccnbaiik a um6 i>iun 
uu. AC005020 nn^itlon corresponding to nucleotide 23 of ?EQ ID 
NO: 73 , such that a restriction site is generated in the presence 

of a particular nucleotide at the position corresponding — 

nucleotide 22,093 23 of SEP ID NO: 73 j ^ the PCR product; and 

(ii) the second PCR primer is complementary to a region 
3 1 to the intron 3 nucl e otide 22, 093, of Genbank aLLfe&aiian no. 
AC0Q5020 position corresponding to nucleotide 23 of SEQ IP NQ:73 
of j ntron 3 ; 

(c) amplifying the sequence in between the first and the 
second primers; thereby obtaining an amplified fragment; and 

(d) treating the amplified fragment obtained in step (c) 
with a restriction enzyme in its corresponding restriction buffer 
to detect presence or absence of a point mutation at nucleotide 

22, 003 erf — -e e rr bank accession rro-. ACOOSOg fr the PQSitJ Qn 

nnr responding to nucleotide 23 of S£Q IS HQl22r thereby 

determining the cytochrome P45Q 3A5 (CYP3A5) genotype of said 
subject. 



PAGE 17/27 * RCVD AT 11112/2004 11:17:47 AM (Eastern Standard Time] * SVR:USPT0-EFXRM/1 * DNiS:8729306 * CSID:856 810 1454 ' DURATION (mm-ss):0642 



11/12/04 12:19 FAX 856 810 1454 



LICATA & TYRRELL 



-» PTOBF 



@018 



Attorney Docket No.: 44158/244344 (SJ-0029) 

Inventors: Schuetz et al. 

Serial No.: 09/947,619 
Filing Date: October 10, 2001 

Page 45 

Claim 17: (currently amended) The method of claim 16 wherein 
the first primer introduces a !Tru3l/MseI restriction site in the 
presence of an A nucleotide at nucfeotidc 22,0D3 tfts position 
Corresponding to mir.lftot.ide 23 of fiF,n TP NOt73, and the second 
primer has the sequence selected from SEQ ID NO: 27 and SEQ ID NO: 
25, or a fragment thereof which is at least ten bases long. 

Claim 18: (original) The method of claim 16 wherein the 
first primer has the sequence corresponding to SEQ ID NO: 33, or 
a fragment thereof which is at least ten bases long, and the 
second primer has the sequence corresponding to SEQ ID NO: 27, or 
a fragment thereof which is at least ten bases long. 

Claim 19: (original) The method of claim 16 wherein the 
first primer has the sequence corresponding to SEQ ID NO: 33 , or 
a fragment thereof which is at least ten bases long, and the 
second primer has the sequence corresponding to SEQ ID NO: 25, or 
a fragment thereof which is at least ten bases long. 

Claim 20: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) genotype of a subject which 
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comprises : 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PCR fragment 
from said nucleic acid using a first set of primers, wherein said 
first set of primers contains primer X and primer Y; wherein 

(i) the X primer is complementary to a region 5 1 to the 
jjuiuL uiuLaLiun ^itu aL nucleotide; 22,093 of Gcnbtmk accc^iuu nu. 
AC005020 position corresponding to nuc lptoti.de 23 of 5EQ ID NQ;73 ; 
and 

(ii) the Y primer . is complementary to a region 3 1 to 
the p u iaL mutafciuu .biLa at nucleotide - 22, 093 of Geubank d^^iofl 
rrcr: — AC0QD020 positio n corresponding to nucleotide 23 of gEQ ID 
NO: 73 ; 

(-cr) — amplifying a_nd the sequence cytochr ome P450 3A5 — (QY?3A5) 

PCR fragment amplified is in between primers X and Y, thereby 
obtaining an first round amplified fragment; 

-fd*- (c) amplifying the first round amplified fragment of 
step (h) using a second set of primers, wherein said second set 
of primers contains primer 2 and primer W, wherein 

(i) primer 2 is complementary to intron 3 and 
introduces a base change in the PCR product adjacent to or near 
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the jjuinL umLaLluu at nucleotide 22,003 ul Cmbauk an^s ion no. 
AC0013020 position corres p onding to nucleotide 23 Of 3EQ Tp NO: 73 / 
such that a restriction site is generated in the presence of a 

particular mutation at nucleotide 22, 003 £h£ pos i tion 

corresponding to nnrlpotid e 23 of SEP TP NO: 73; and 

(ii) primer W is complementary to a region 3' to intron 

3; 

fc) — amplifyin g and the amplified sequence is in between 

primers 2 and W y thereby obtaining an amplified fragment ; and 

■fft" (d) treating the amplified fragment obtained in step -fet" 
(c)_ with a restriction enzyme in its corresponding restriction 
buffer to detect presence or absence of a point mutation at 
nucleotide 22,093 of Genbank accession no. AC005020 the position 

rnrrea pondl ng to nucleotide 2,3„. of SEQ 12 NQ:73 , thereby 

determining the cytochrome P450 3A5 (CYP3A5) genotype of said 
subject. 

Claim 21: (currently amended) The method of claim 20 wherein 
primer X has the sequence corresponding to SEQ ID NO: 24, or a 
fragment thereof which is at least ten bases long; primer Y has 
the sequence selected from the group of SEQ ID NO: 25, or a 
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fragment thereof which is at least ten bases long; primer Z 
introduces a Tru9l/Msel restriction site in the presence of an A 
nucleotide at nucleotide 22,093 Genbank accession no. AC005020 
the position corresponding to nuc.l flftt.ide 23 of SEP ID NO: 13; and 
primer W has the sequence selected from SEQ ID NO: 27 and SEQ ID 
NO: 25, or a fragment thereof which is at least ten bases long. 

Claim 22: (original) The method of claim 21 wherein primer Z 
has the sequence corresponding to SEQ ID NO: 33, or a fragment 
thereof which is at least ten bases long* 

Claim 23: (currently amended) A method for determining 
cytochrome P4 50 3A5 (CYP3A5) genotype of a subject which 
comprises 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PCR fragment 
from said nucleic acid using a set of primers, wherein said set 
of primers contains primer X and primer 'Y; wherein 



point muLaLion site at nucleotide 30,097 of Genbank access ion no. 
AC00502(> p^iHnn corresponding to nucleotide 29 of SEQ ID NO * ? 4 ; 



(i) the X primer is complementary to a region 5' to the 
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(iii- )- (ii) the Y primer is complementary to a region 3' 
to the puiuL i i mLaLiui ' i site at nucleotide — 537 — u f Gmiban): 
au^ooiun uu. AC00502Q position corresponding to nucleotide 29 of 
SEP TP NO; 74; 

-fcr) — amplifying and the sequence gjppiified cytochrome P45Q 
FOR fragment is in between primers X and Y7 thereby 
obtaining an aiuplilied fragment ; and 

■fd)- CO sequencing the amplified fragment obtained in step 
-f^f- iiil, thereby determining the cytochrome P450 3A5 (CYF3A5) 
exon 7 genotype of said subject. 

Claim 24: (original) The method of claim 23 wherein primer X 
has the sequence corresponding to SEQ ID NO: 30, or a fragment 
thereof which is at least ten bases long, and primer Y 20 has the 
sequence corresponding to SEQ ID NO: 16, or a fragment thereof 
which is a least ten bases long. 

Claim 25: (original) The method of claim 23 wherein primer X 
has the sequence corresponding to SEQ ID NO: 31, or a fragment 
thereof which i3 at least ten bases long, and primer Y 25 has the 
sequence corresponding to SEQ ID NO: 32 or a fragment thereof 
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which is at least ten bases long. 



Claim 26: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) genotype of a subject which 
comprises : 

(a) isolating nucleic acid from said subject; 

(b) making a first and a second PCR primer wherein 

(1) the first PCR primer is complementary to exon 7 and 
introduces a base change in the PCR product adjacent to or near 
the puinL mu l aUuu at nucleotide 30,097 of GenbanK acmaaiuu no. 
ACQ05020 position corres p onding to nucleotide 29 of. $EQ ID K> = 74 , 
such that a restriction site is generated in the presence of a 

particular nucleotide at nucleotid e 30,537 £h£ position 

rnrr^pondlncT to nucleotide 29 of SEQ IP N0:1A; and 

(ii) the second PCR primer is complementary to a region 
3' to the iuLmri 3 exon 7 nucleotide 30,507 ul Ganbank dLC^ajion 
UUt AC005020 in the p n.g-it.inn corresponding to nucleotide 29 Of 
gJTO TD NO: 74 ; 

(c) amplifying the sequence in between the first and the 
second primers; thereby obtaining an amplified fragment; and 

(d) treating the amplified fragment obtained in step (c) 
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with a restriction enzyme in its corresponding restriction buffer 
to detect presence or absence of a point mutation at 11W v.l=wLiJ- 

30,507 v£ ctenbanfc amnion rren ACOOS020 lbs gfl gitiQ D. 

r> ft rrP BM ndirr. rn mic J Aot id e 2 9 of SF.Q TP NO : 7 A , thereby 
determining the cytochrome P450 3A5 (CYP3A5) genotype of said 
subject - 

Claim 21: (currently amended) The method of claim 26 wherein 
the first primer introduces a Tru9l/Msel restriction site in the 
presence of a an A nucleotide at mu.l u. uLldtf 30,507 of Genban fc 
au , t^ion iiu- AOOOSOSQ the posi t ion corresponding to nu . clec-t.id e. 
?Q of P^O td NO: 74 , and the second primer has the sequence 
selected from SEQ ID NO: 32 and SEQ ID NO: 16, or a fragment 
thereof which is at least ten bases long. 

Claim 28: (original) The method of claim 2 6 wherein the 
first primer has the sequence corresponding to SEQ ID NO: 34, or 
a fragment thereof which is at least ten bases long, and the 
second primer has the sequence corresponding to SEQ ID NO: 32, or 
a fragment thereof which is at least ten bases long. 
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Claim 29 (original) The method of claim 26 wherein the first 
primer has the sequence corresponding to SEQ ID NO: 34, or a 
fragment thereof which is at least ten bases long, and second 
primer has the sequence corresponding to SEQ ID NO: 16, or a 
fragment thereof which is at least ten bases long. 



Claim 30: (currently amended) A method for determining 
cytochrome F450 3A5 (CYP3A5) exon 7 genotype of a subject which 
comprises : 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PGR fragment 
from said nucleic acid using a first set of primers, wherein said 
first set of primers contains primer X and primer Y; wherein 

(i) . the X primer is complementary to a region 5* to the 
puinL juuULion ait* al niicl i utidc 30,597 u f Cciibcuik ac^u^iuii nu. 
AC005020 position corresp o nding to nucleotide 29 pf SfiP IP NQ;74 ; 
and 

(ii) the Y primer is complementary to a region 3' to 
the puinL mutdliuu ^it*J *L iiml^uLidu 30,D07 of Q ^ iibank ^CCJjion 
n o- AC005020 positio n nnrrespondlna to nucleotide 29 pf SEQ IP 
NO: 74 ; 
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amplilylng and the sequence flpip l 1 f ied rytnnhrrme P45Q 
fCYP3A«n pr.n fr ^m^nt is in between primers X and Y, thereby 
obtaining an a first round amplified fragment; 

-fdr- _Lc_L amplifying the first round amplified fragment af. 
.^-gp <b > using a second set of primers, wherein said second set 
of primers contains primer Z and primer W, wherein 

(i) primer Z is complementary to exon 7 and introduces 
a base change in the a PCR product adjacent to or near the point 
muLalion aL nucleotide 30,037 ul aenbank duu L ^ian uu. AC00503 O- 
r ^inn no ^^pnnriina to n uc l e ot i dp ?Q of ?f.o TP MQ; Z4r such 
that a restriction site is generated in the presence of a 
particular mutation at nuileuLidi 30,537 u£ Gmbaul amnion no. 
AC005Q20 ^» pnsiti ^ rnrrft^nndina to rmdftptjdp ?*» SF,Q XV 
NJ3 : 7 4 ; and 

(ii) primer W is complementary to a region 3' to exon 

7; 

(e) amplifying and the amplified sequence is in between 

primers Z and w , Lhereby ubLainin^ an amplifi e d £j.ajumnb ; and 

-tff 1£L treating the amplified fragment obtained in step -fef 
( C) with a restriction enzyme in its corresponding restriction 
buffer to detect presence or absence of a point mutation at 
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nucleotide 30,507 ul Geubdnk accession nu. AGO 05 03 6- the positio n 

.nrrP fiPQ ndina nuc lpnHdfi 29 of SEQ J* NQ;74 , thereby 

determining the cytochrome P450 3A5 (CYP3A5) genotype of said 
subject. 

Claim 31: (currently amended) The method of claim 30 wherein 
primer X has the sequence corresponding to SEQ ID NO: 30, or a 
fragment thereof which is at least ten bases long; primer Y has 
the sequence of SEQ ID NO: 16, or a fragment thereof which is at 
least ten bases long; primer Z introduces . a TruSI/itfsel 
restriction site in the present of an A nucleotide at nucl^uLidc 
30,597 the posjftjrm corresponding to nucl eotide — 29 Qff 5EQ JJ2 
MO;74 ; and primer w has the sequence selected from SEQ ID NO: 32 
and SEQ ID NO: 16, or a fragment thereof which is at least ten 
bases long. 

Claim 32; (original) The mkthod of claim 31 wherein primer Z 

i 

has the sequence corresponding to SEQ ID NO: 34, or a fragment 

[ 

thereof which is at least ten bases long. 
Claim 33-38: (canceled) : 
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